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[ 1 77 9 QFFICE OF (STICIDES Al:L2 TOXIC SUBSTANCES
MERMORINDUM
DATE: May 30, 1980
SUBJECT: Request for a tolerance of the fingicide Mertect 340 F b estzblished
in or vhite Rice at 0.25 ppm, Rice Bran at 2.5 ppm, Rice “olishingsat
2.5 ppn, Rice Hulls at 8.0 ppm, Rice straw at 10 ppm. C:uwell No. 849A
)i L7575,
FROM: Carlos A. Podriques ( ‘; ) / 07 5d
Toxicology Branch/HEDTT’“—769) .J /30 R
~ 3D
TO: Henry M. Jaccby, PM 21 P

Registration Divisim. (Ts~-767)

Petitions Nos. 9F2216 and 9H5240

Registrant: Merck Sharp & Dchme
P.0O. Pox 200

Rahway, N.Y. 0785

Recommendations and Conclusicns:
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Background Informaticn of lertect 340-F

Mertect 340-F is a flowable (Water dispersible . ispension}
formulation of Thiabendarzole which is the activ. ingredient.
The cowposition of tha formulation is shown beliws. The
established tolerances of this active ingredien. are listed in
CFR Sec. 130.242.

Uses-Application-Rice-reduce severity of rice b ist, stem rot

. sheath blight, and brown leaf spot.

Aerial « Ground ~pnlicaticn-Apply at 6.0-12.0 f-. oz per acre

- per application in suificient water for coverag (minimum S

gallons of water per acre for aerial applicatic:j. Make two
applications per season, the first applicatiocn .. boot
initiation followed by a szcond applicatien 14-:. days later.-
Use the higher rate wiien disease infestations a. : moderate o
severe. Do not use in California.

Composition of Mertect 340-F

Thiabendazole (2-(4-thiazolyl)
benzimidadozol2 ...ceanone esccsssccscssmonone. +%2.28%

Structure INERT INGREDIENT INFORMATION IS NOT INCLUDED
strwctre o .
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Physical state and selected chemical properties:

|
White to tan crystaline powder M.P. 304-305°C. ilon-volatile at
amblont temperature, sublimes at 300°C. Essent ally insoluble
in water except at low pH's (Solubility data in PP A3F1332,
Accession Ho. 093564).

Related Petitions: 6F1860, 5F1646, 3F1332,
4F1518, 8F2108, 3F0724

Technical Name: Thiabendazole

Empirical formula: Cigq H7 N3 S

Molecular Weight: 201.6

Stability: Soluble in a number of solvents ess: 2tially
insoluble in water except at low pH values.

Surmary of Toxicology Data for Mertect 340-F (4...28%
Thiabendazole) Accession Ho. Z23755.

LDgy (Acute Oral, mice) = 9.22(7.C9-13.60)ml/kg mice)
= 8.92{7.15-11.4)m* -g( mice)

> 5 ml/ky

]

LDgq (Acute Dermal, rabbits)

LCgy (Acute Inhalation, rat) => 20 mg/]
Toxic signs: preening behavior

Body weight: all animals gaine. body weight

Organ Pathology: Tliver-granula: surface.
: Tungs-pale

' peribronchial lymph node-enlarg.
thymus - red foci
—- viound behind'right shoulder.

nasal turbinates - thickened

ﬂ-,
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Primary Eyc_Irritation - slight moderate irritant, sligh'. chemosis.

Effects cleares by 72 hours.

Primary Skin Irritation - slight erythema, onc rabbit sh .ed slight

scaling of the skin oa the 8th day, but normal thereafte.. The slight
erythema disappeared by the 1ltn day.

N.

Surrrary of Toxicology Datz prior to 1978.

(7echn;cal iniabehdazole)
LDsg (Acute Oral, rat) = 3.3 g/kg
LDgy (Acute Oral, Mice) = 3.81 3/ky
180-Day Subacute Feeding (rat), NOEL = 100 mg/kc. larger dose
200 mg/ kg weight gain in male rats, but did not .ffect the

weight gain of females.

Teratoicgy (rats), negative at 80 mg/kg/day, (hi. hest dose
Jevel tested) 8-15 day pregnancy.

Teratciogy Study (rabbit) - negative up to 800 ./kg (highest
dose level tested)

Two Year Rat Feeding, NOEL = 10 mg/kg/day, the n.it higher dose
(40 mg/kgy/day) some growth depression occurred.

Reproduction Stady (rat}, LOEL = 20 mg/lg bw per lay. At

- higher dose (40 my/kg/day) smailer prostate glar. weights when

comparad to controls, 4D and 80 mg/kg/day, stati tically
sma]ler_body weights of the F2 females.

Two year dog feeding HCEL = 50 mg/kg, and the hi 1er dose of
125 mg/ky deatn of 2 of G dogs occurred slightly .eight Toss,
slight reduction in hemoglobin, increase frequer..s of urinary
albunin, moderate chronic inflammatory liver che:ges and slight
Tiver glycogen depletion in the treated dogs.

Reproduction study, mouse, 5 generation negative at 150 mg/kg
(highest_dose tested). '

Lifetime Carcincyenic Study in ilice - not oncogc ic in this
mouse “eeding study. Formales given (0.2% and 0. 33%) and males
given [J.2% and 5.066%) had lower averaye weight yains cunpared
to con=rols during the study. HOEL = 0.00606% 1c ;est dose

tesied.




The rate &nd ;degree of absorption,‘distribution, excretion and
matabolic fate of thiabendazole were determinec orally in man
and other species (rat dog, sheep, goat, cattle and swine).
Peak plasia levels were found 1 to 2 hours ?Eter oral
adirinistrzticn of 1.0 g of thiabendazoie-C~4%,

Thereafter the plasma levels declined essentialiy to zero in 24
to 48 hcurs. Thiabendazole was rapidly metabol: zed by man with
nearly =1: of the urinary excretion products ag earing as
m2tabolized druy. The urinary radioactivity tc.aled 80% of the
adwinistered dose in 24 hours. llearly 50% of t..> labeled

material *n the urine was found to be compounds uhich could be
measured - Che chemical assay procedures. Les. than 1% was
excretu.  changed and most of the dose was det-<ted in the
urine, <2 “he glucuronide (25%) and as the sulf:ie ester of

5-hydrouxyziniebendazole (13%). Four to nine per.ent was -
excrated in the feces.

In a study with larger dose of unlabeled thiabe: 4azole (2g) in
fasting human subjects, maximum drug concentration appeared in
plasma abcut 3 hours after dosage.

After administration of radioactivity thiabendz: >le to the
anizal spccies in many respects the findings we: : similar to

~thoze obtain for man. Tiscuas taken from the 1. »oratory and

from animais and analized after thiabendazole t. .atment were
virtually free of radioactivity.

A0I, MPT, and MTE

Based cn tine rat 2-year study the ADI for man (7.0 x safety
factor) is 2.1 mg/kg body weight per day wh za :: an MPI for a
60 kg man cf 5 mg/day.
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P. Thiabhendazole toie:ances are established for the following RACS
(160.242):

Commodity ' Parts per million
apples 10.00
Citrus fruits 10.00
Pears 10.00
Bananas 0.40
Sauash 1.00 -
Gugar, canc and beet 0.25
Milk and dairy products 0.10
Svect potatoes . 0.02
Potatoes 3.00
Soybeans -0.10
wheat 0.10
Cattle 0.10
Coats 0.10
Hogs ) ‘ 0.10
tlorses 0.10
Sheep 0.10

The resicdues in the daily 1.5 kg human diet for <he estahlished
tolerances are 1.356 mg/kxg or 22.33% of the ADI. The requested
increas2 in rice contribute an ariditional 0.024C ag/kg/1.5 ¥g (or
D.41%) to the daily diet. This increase is supp..cted by existing
toxicity data. (Plcase, see attached computer yrintout.)
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I ACCEPTABLE DALLY INTAKE LCATA

hAT, VUldaer NULL S.F. ADL IPI
X /Ky Pk m3/kqg/cay awg/aay/bukg
- 1U.o0U 200.0u lgo 0.Luvu 6.0u0y e
i Publisuned rolerances
"CROP lotierance Fouoa Factor G 'uay/1.5kg -
avples( 2) lu.vuu 2.53 +.37950
: . Citrug rruits( 33) 10.0wvu 3.81 . vexll7Y »
" Pears(lle) 1lu.660 U. 26 “. 03832 T
- ’ Bananss( 7) G.40u 1.352 L .JUB52
. sauash(L1yl) l.00u C.11 L.u0165
sSujar,caneisscet (La4) U.250 weud - L.04364 i
Lilkévairy Products( v3) U.1luo 28.62 L.04292
- Sweet Potatoes(l37) 0.0z0 , 0.1¢0 . C.0G6012
Potatcecs(127) 3.0U0 : 5.43 ;.23420
Soyveans (l-5) U.1l00 "0.92 -.Uul3dg
ueat (L70) 0.1l0u 1G.36 Lt.L155¢4
Cartle( 256) C.1up 7.10 L 01078 T
Scats( o2) t.1luu 0.ul L.Uudus
i ‘ LOIs( LY) U.lJdu 3.43 L.Uu315
T Horses (2L-) v.l0u - p,03 L.Uuu0s T
Sneep(la3) U.luu 0.19 L.UGbu29
il TNEC - % AD1 e
L.ULUU g/oay /LRy 1.3339 ng/aay/L.5kg 22.23
) ****&**x***tttt**t**xrr*k-:ttarxr**x~*t***t******tz*l LA 8 X X E R R 2T
unpublisneu,Tgx Arcrovea bPreb21ue,5E2.263
CRhog ’ iTclerance Fooa Factor ~mg, 2y/1.5kg T
wiseal (1773) Uolud 10. 30 L.,1554
Pasayas (1luy) S.uLu 0.u3 L.uuzzs
el , TirC $ ADI
v.ULUL SGfuay/ociiy  © L.3517 3/uay/1l.ukg 22.53
& B & 2 4 r*x*krt'kt:r**kx**rnt:t!ttt**t*tr*trrr*t***t*t'.v*r'x**t***t*
Curruent Action sl ALl /915240
Chor 10ierance Foocd rFoactor 1g9/. .y/1.5kg
wice (137) 3.000 v,.55 U. 124063
bl 1 0RC 5 Aul
UIAVIVIVICERNTL PR L 1.37u5 aei/uav/iL5kg 22,04
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